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1 1 «H<0B36fc ± «9 (Ant ibody-Depende 

nt Cellular Cytotoxicity ; ADCC) 1ffl&2tifc^ HM1 . 24$n,M KM"f~ Z> ififa (jfc 
HM1. 24#Mfc> 

[» ^ 4 ] mia«tffc&*fc h swkj^#t?* * , mi^s i *cib«w^o 

[H^5] a-l,6n7-73^ (a-l,6core fucose) v»f| 

[W^6] •fe^X'f (bisecting) N-T-fe^^n^* > 

(GlcNAc) «aft*Jr***M**%-*-*> 5&*E 1 ~ 4 Ov>-f 1 ^HfBlftO^t 

[ff^7] A-1,637-73-^ («-l,6core fucose) £#$&vMt 
8l£^fU J.o^M-tr^x^ >^ (bisecting) N-7-bf ^^>nt= > (Glc 

NAc) «3t**1-*ll«l«r3fri-*, ^^i~6ov^-r^i^^iam^# 0 

im&m 8 ] » *g 5 fr&$k<7)fflm&j3& k & ^ t , hmi. 2Aijum izn-r 
& fofc (fflMi . 2mm * 3 - K-r & ^m^A $ t^nai^o ? 3 - ^ftinisB 

;i/3^-;i,h9>;*"7i9--tfIII (GnTIII ) ^3-Ft§fi^|Al/: 
7;V3tU;H7^7x7- IfHI (GnTIII) ^3-Kt«mL 
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#M 2 0 0 3 -2 0 7 1 6 5 ^~5> : 2/ 

[0 0 0 1] 

#f&93l±* ^^IMJM^tt (Antibody-Dependent Cellular Cytotoxici 
tyjADCC) ifiWmztLti, Ml. 24ttJKfc**-*-*Stft (JnHMl. 24tnl#) Stf-tOi* 

[0 0 0 2] 

HM1. 24tfilii±, ^^Hmi-^>^ : T-*29~33kDa60m^S®-e*> 
«9 (Ishikawa J. et al., Genomics 26(1995), 527-534) „ -f$tJfi3ttWK& 

)ftfc:£v»Tteiafc^f&a^*fc*L-CV*$:v> (Goto T. et al.. Blood 84(199 
4), 1922-1930) o 
[0 0 0 3] 

mi.um>m<D±m<vi«i£ffiMfi'%ifct:tt>, hmi. utfcmzH-r&ffitt- (#lhmi.24 

•f ££t&Cj;.5>M^M3£?>Mf J S\ 9 ^*-f If — (radio immunotherapy 

) «rif0 5'9-'f ^affe^OfUffl^^Stt^lJ^ taHM1.24^{±, **Lg#, 
ffi#^^14#fflJM#f4 (Antibody-Dependent Cel lular Cytotoxicity ; ADCC) 4r 
^r-T* (Ozaki S. et al., Blood 90(1997), 3179-3186) ##&f£#fi)S& 

[0 0 0 4] 

^LHM1.24^L^0^e<J^ffl^^oT(±, thW^Mt^ 
iv^fc#lJL<, £<£>£*6#iHMl. 24^#<7>f?;f#J& (lib M-fb) fiL#**IB 
5&$ttrv^ (W0 98/14580) 0 L^Lfc^fc, ADCC©^ s -^ii3S$^HM1.2 
4£W^ #KADCCiSf»Ti5££*L/i£ bM'fbHMl^^com^^ttLTV^o 
[0 0 0 5] 
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tv^o Wz-l£, WO 99/54342iC(i, ^yMtWt^^^liH 
DCCStt^^^i"^- t^iam^tLTV^o 2/*, WO 00/61739 *)L#^4f$I 
\,z&tfZ>7^-*V>JmK± i9ADCC?g14*Pini-^-t^lSm^^^^o WO 0 
2/31140^fi> YB2/0Mm-&^ffifa*n4L*tL#>2>ZtK£ *K a-l,6core 

fucose^^-t ^v^fii^^-r^^^p^t^-t^iam^^'c^^o wo 02/79 

255^1^ ^>f -fe^x-f >^GlcNAc*W1-^>^I*^"1-^tn:^IB«^^^ Vi ^ 
o L^L&^ib, ||0IO^^J:oTADCCMtt* s ±i^$tL^HM1.24^#l±^f>tL 

[0 0 0 6] 

[#fr£ij: 1 3 
W0 98/14580 

W0 99/54342 

W0 00/61739 

W0 02/31140 
[#I^«5] 
W0 02/79255 
[0 0 0 7] 

i##fp^cmi] 

Ishikawa J. et al., Genomics 26(1995), 527-534 

Goto T. et al., Blood 84(1994), 1922-1930 
[##ff»3] 

Ozaki S. et al., Blood 90(1997), 3179-3186 
[0 0 0 8] 
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10 0 0 9] 

(c-l,6core fucose) (S^Sft^N-T-fe^^OVrr-iM >0 61£t 7 3- 

>f -fe^-r ^ (bisecting) N-T-fe-^/l/^/l/rUM > (GlcNAc) ^jt^^l" 
*J^*^4^^3^v^AD(X^*^r1-*ta*s b-1,637-73-^ («-l 
,6core fucose) ^4^iit^<b^f (bisecting) N-T-fe^-^ 

?Jl,u*)r5.V (GlcNAc) *^*^i-*3»^**^^r-r&gfflM1.24etfl5:^ — 
v>ADCCffitt£^1-£ £ t UM&Efc^lfcLfco 
[0 0 10] 

ijtvX*%Wl±, m&<0&mz£Qftitim&mmmm& (Antibody-Depende 
nt Cellular Cytotoxicity ; ADCC) ***H3l$tLfe, HM1. 24MUC^t-&*fcffc (#L 
HM1.24#l#) £<3#MfctiU *aWfcli*y*n-^;P&#*fc»±-e- 

mcfi^&^T^, U< fit: hmtttftft 

X-$>Z>o * DAfleWteli, #3&93l±* a-1,637-73-^ ( a -1, 6core fucos 
e) *^*5&v>H0Sr^ri-^tn;#, Rtf/^ -tr? x-f >^ (bisecting) N-T-fe 
?-/i/^/l/=HM V (GlcNAc) »3&**1-**iH8l*^saft#> Mt*»±> «-l,63 
7-73-^ (a-l,6core fucose) &v*ft^&^ U l^M-b^f'f 

>^ (bisecting) N-7*f^7^3f^> (GlcNAc) *I3£ 

[0 0 11] 

nt&fcfe mm\.2mm t a - Kt4«*#*XS*ifcYB2/lillft***L 
W3t5-JH7^7x7- tflll (GnTIII ) £3- V-f&mB.*MX 

LfcfiiifiiJIlL, si(FiM«^fe^^#*JMJit-*ifc*««fc-*-*^r 

ft ; f Ofi:, N -T-fef-ZV^ 3-9- 5 9 tflll (GnTIII) 

- K-r^>^m^#Ab^YB2/om^#L, *LTM5R*&*w*&*§tttffc 
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[0 0 12] 

■1,637-73-^ U-l,6core fucose) *#Jn^*te#*#Lfcv»:dOltt*- 
*9?4>ir (bisecting) N-7-bf^^3f^ (GlcNAc) *jt*^i- 

tLidTsSrfc&^o fLT, ^n-.z.v^Stifcit^KJ: «5 3- KSftfctfcHMl. 24 
[0 0 13] 

WO 98/4580O|Bft^ <b W <b tf> & «9 , *y^u^t ;V#lHM1 . 24£vffc * & 

M7'j v—ritmzm&zmx&y), :o^^7v afe£?TE8*A& 

*S«»#BfOTf#M«^»#K* > 9 - (33ftflim lTllftl *dfe# 6 ) 
¥^7^9^140^, PERM BP-5233fc'LT$ftS*LTv*& 0 £<7VW 

it (HfVW Ki"4DNA**nn-->^$^ LT£ *tk<7)DNA£# 

tf7"^^5 K*JR#Lfc:*d»B^ Zrti^tl. Escherichia coli DH5«(pUC19-l 
.24L-g« ) (FERM BP-5646) & Escherichia coli DH5 a (pUC19-1.24H-gy 1) (FER 

mbp-5644) t lt> m^m.m j^wmi^mmmim&mmt^. > * - 

(^HrJpClTS lf*l **#6) K*K$*itv»i 0 
[0 0 14] 

o't MtSfrffcfcov*-cW:^ W0 98/4580OfH37K~3l40K<£>^l 
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[0 0 15] 

tot, #§&9JK*3V>-a±, ±H3lfflt^W0 98/4580^fBm^tfrv^@^<^ 

iftfcOlHSWftSfc L"Ct±, #!)xJ;fW0 98/4580KiB%S*L-CV*&:£&«:ffiv> 
[0 0 16] 

hmi . 24^t# k^i- zmm^iz, mttttoTX'^^snm&Lvwi&ttft 

x <o#5 fc & £ <o t±N - jr V a ~> ^^-g-mm-e & & o iWN-^'J n v ;v 
$&-&»0U±. 12 5 6 H^i-rfc < „ im<W>S-X (Man) t2W 

-7-tf;V^3t5> (GlcNAc) ti*pl,4*£ J £-?&'&Lti&&&3& (3T) ["- 
Man01-4GlcNAc/?l-4GlcNc-J £^#^®^©GlNAc**7C5|c*i:1fcU 
3£fljOMan*^ax*3ftfc^1"*o (Fuc) ^ttv^f^ £*U± 

±fc L"C> aTC^Sft^N-T-fe^^a^^ >0 6 fit 7 a-*<& 

[0 0 17] 

&%W<D—D<DmUK X *Uf , Ml. 24#L#te _hfB<7> 73-^ * V*H§I 

[0 0 18] 
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Hi^fflv^it^i-S^ Lt, 7 y h 5^o--7YB2/3HL.P2.Gll 

. 16Ag. 20M (YB2/0^B1J!& t Wfr £ fl & ) (ATCC CRL 1662 h L T £ T V > £ ) 
Wb*L* 0 ^HWTffiv^Cl t7&*T§&^<^0$BJ|&2: Ltli, 0fl*.fcr> FTVI 
II y y ? 7? hCH0«(W0 02/31140), Lecl3 ,« (W003/035835), 73^I« 

(#112003-174006, #112003-282081, #M2003-17401 
0, #M2003-282102) *mf& ^ & 0 
[0 0 19] 

#f|Bj!<7) 9 -o^ifi: «£ tU£\ ^0^(7)^1. 24tiL#ti, ^ T 4 > 
7 (bisecting) N-74r^;l^;V3^ ^ 2>mm*^-f o N-^'Ja 
^/^IS^-lliltimiB^^Pi^ltit (37-) ^<^mx5WK^ HI 

5 < % •v>y-^^-^tr2'f@^l^«l,6^25.?>'«l,3^^«t 

^uv^o meKTFirmmfc&^-zte, *^*t (37-) 

SStw, |&|B2'(@cO||^l5^lC, li@coN-T-fe^;V^;vn^5 ^ (GlcNAc) ^ 
/?1,4*§^K J: «9|g^-LTv>^ 0 i<7)N-T-lr-f-^^;i/3^^ > (GlcNAc) ^\ 

[0 0 2 0] 

>^-7i9-^fIII (GnTIII ) KJ:«9, N-T-fe^;^^^ V^H^tc^ 
tLTV^ (NCBIt*-?-^~* (ACCESSION D13789) ) o i^DNAii, ± 

o & o 

[0 0 2 1] 

GnTIII * 3- K-T ^DNA^fflV^T, ^-b^fr/f N-7-fef JV^V^f' 
.24tt#*mfet"&*^IBIfe«r^»ISft^ii'tfJ:^o "*-*fr*>> GnTIII *a-K 
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[0 0 2 2] 

(a-l,6core fucose) L&^$l$|i/M -fe? ^ ^ > ^N-T-t-f-^^ 

3-9-5 >*^*iMiow^r**-r4o £o^7^ft#£m^T&Kt^ GnTi 

II £ 3- Kt"*DNA*^^jft*|&^^^-fcSt3M1.24K;#*3- K1"&DNA 

[0 0 2 3] 
[0 0 2 4] 

[»Wo«*] 

O 

[0 0 2 5] 

10^ got Mfdfifc hHM1.24^##§3Pi^*- (AHi/N5KGlV-lark, Barnett, R 
. S. et al. Antibody Production in Chinese Hamster Ovary Cells Using an I 
mpaired Selectable Marker. In: Wang, H.Y. & Imanaka, T. (eds) ACS Sympos 
ium Series Vol 604: Antibody Expression and Engineering, 27, 1995, W0 98/ 
4580) £2X106/0.6 mL PBS(-)OYB2/0 (ATCC CRT-1662) "X Z-VZ Yxi^V 
-->a >&t?1.5kV, 25//FO^#t?^AL^ 0 *&#f±5% C02W" * 

[0 0 2 6] 
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10% FCS*-g-tfRPMI1640^ii (Gibcott) K400p g/mL Geneticin£ ftlX-Tjl^ 
Lfc&, 50 nM MTX, 100 nM MTX, 200nM imtm%miWiB.*$>if , it^tifllg 
-HTofco 96^^;vyv-h (Falcontt) £200nM MTX, 400^ g/mL Genet 

icin*#trlOX FCS/KPMI16404U 0.5 cells / 100 yuL / wellt?^§ Zfr, RIP- 
tfJRScK T«0 * n - - > ^ Srff o 7t 0 

H Mbifit: hHM1.24^#jt^*2»At^YB2/0mo^*±Yt(i^W!l.2^ 

[0 0 2 7] 

gffiflll 2 . h jj^MLJ4 M^^aiELISA^) 

96- 7 ^ JVELISAffl 7" V — h (NuncttSD - h^M(100mmol/L Stm&f&i- 
•f-'J ? A, P H9.6)trl00ng/ml^^^Lf^vfMm.24^ : l:100^LT^^n 
4 < C-eiHfem_hRJB$^r^o 1% BSA-PBS*200^L/^^^t?iHlASa 

Tr$j20#fTOgU fNKLfc7'l'- hmVX*fcftLtz 0 1%BAS-PBS£S£#JI&*L 
tz'ik, #we 1 1 *Tween-PBST?i5fe^ L fc 0 
[0 0 2 8] 

SftMrftLfc H > ft&HMl. 24inl#^mmX{i-9- > lOOng/mLfcfttt L 
fclffr^aWHl Mb«Hfl.24tfl^*l:l^«*fc|k lOOyuL/well-C^bfeo 
MrU-C, j»il*MRJES$*/i|fe, #^^JV^Tween-PBS-e^L^ 0 Ttfv>^ 
SRHRP*#«>J-;HC^inL^ Miat?15^JSL_hSJS$^ TMB liqid(SigmattM) =Srl 
00/iL/^7^;vt?iinx.> 2mol/L^^*50^L/^J.;Vjqx.^>i^l"«J: ORJiD^Jh* 

[0 0 2 9] 

MtJft MM1 . 24fiL#:^3&3S* s ?tS $ *Lfc«IJ& i± , 1700cm2(£> n - y - # h 
;V (CORNINGtfc) TzW:*mm*ft-o?Zo £*>*>lX109^t: MbJftfc hHM1.24 
^#|&5iYB2/0*BJS&£400mLO200nM MTX, 400^ g/mL v>£-gi>10% F 

CS/RPMI1640igifeT* (2. 5rpm) "C 3 > 7 ;V J- > h K tt & * L/c 0 ^r<D^ J& 

*±7d OHJRJB KFCS£PBS(-) -e¥^b LfcrProteinA FF(AmershamPharmacia1±) 
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Z^tbmm*) £-#&d£T^vSl^IgG&l&§ (FCS(-)) , £OFCS(-)£fflv>/~2 
OOnM MTX, 400 fx g/wLY > ? -?4 v > 10%FCS(-)/RPMI1640^itfetr3~4H m 

[0 0 3 0] 

^#±Vtti0. 22um7 4 )V * Ltzfe, rProteinA FF(PBS/PBS-? ^ V 
=.T?7V^> h & J: E>*Sourcel5S (20mMf^ 0-0. 5mM NaCl : V - T ^ 9 
vjr_y hjgffi) t«L/;o ilL/;t MIdftfc hHM1.24^»±HM1.24trLfr-YB 

fc*#»t7t(iai)o 

[0 0 3 1] 

ft tt i fl) 4 . HM1 . 24iftM (BST-2) fr«Bt * CHQMI^^M 
HM1 . 2mm.m a 5t Srl&a-t- * CWmm Z&OXi^L Xtm. 1 (Ohtomo T. et 
al., Biochemical and Biophysical Research Communications 258(1999), 583 

-591) o bp^> dWRixmLtzcuommm^ mi.2mm^^-v-t^m^<^^ 

-P3.19 UIBSnK) £SAU 500^g/ml^G418T-S^L, £ 
«tl9HM26, HM31, HM21&tm«3604oc7),«*£#7to «^M_h^HMl. 24^ 
^>f&a»»±#H2001-115889H|B$^3t*j*HT7n— 9->f h> hV— t?«!l£L 
tzbZZ, Ztl^timM&tz*) 3.8X103. 2.2X10 4 . 2.2Xl04&O r 1.8Xl05<H-C 

[0 0 3 2] 

^ flft fll 5 . h^JflLa^PBMC^fflv^^ADCCffi#<7)M^ 

(1) H hPBMC?t$E<7)p$£ 

fltfTAi >iJD$NLbfe*ffiJfiL*. PBS(-)*T*2ttte#JRU Ficoll-Paqu 

e™PLUS(Amersham Pharmacia Biotech ABMcfiJi L?z 0 Zti%M>k (500 Xg, 30 
#KU 20°C) L/ift, #&&®fl^***HJifc##Lfco 3@ife$§M&, 10% FBS 
/RPMI K« U b> PBMC^ffc t Ltzo 
[0 0 3 3] 

(2) mmmmmm^mm 

mmm(A) ktf l^hmi.24^(bst-2) *s^i-&cHMBifl&tf\ fflMiMMiftttC 

Invi trogen Corp) »tf^r>a^t, fHfK L > 10%FBS/RPMI 200 L 
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, 5.55MBq(7X:hromium-51£#nx, 5%JkWt#X'( >^r^^- ^ 4>37*ClB#r^« L 
tzo Z<Offl&*ZmWfr\*t&> 10XFBS-RPMI1640^*1@^OHDJ3a2iJg^PML 

[0 0 3 4] 

(3) *uj*mmm. (wccm®.) 

#$gifc50/£L4:«!JnU *JO:Tni$W^$-fr;fc&^ t bPBMC^lOO^L^JOx. 

o 

[0 0 3 5] 

^ n A (%) = (A-C) X 100/ (B-C) 

m&V ^)VK#V&fattmmcw)V>¥-%3m, B»i*«Jj»ja#at*«r50AiU 10 
%NP-40tK»* (Nonidet (M) P-40, :h # 7 -f x * ? *20^U 10%FBS/ 

rpmi*&j& * 130 // u» l fc * i ;wc is tt & ^stfi&tt (cpm) , mmmmm 

&mWL * 50 ^ U 10%FBS/RPMIig ftb * 150 ^ L» L * ^ ;WC £ it £ Jfc#t®tt (cpm 
[0 0 3 6] 

W^J6. eJtzJLk ~> < ^-^^31CH0Mi£fr ffl Vi±AD£Caj£M^ 

V^Co tftbt), W%A<D&ffiftLK^m<D?BS*m*-, Ficoll-PaquePLUS(Pharma 
cia)fc«JBU 500gT?30^raaE^L^o i£«3*ffl£5MRU 10%FCS£^tfRPMII 
1640"? 3 0#fcif^ 10%FCS£#tr a -MEMT^m^5xl06/mL^ & & J: ? lepM 

[0 0 3 7] 

h V 7v V -EDTA^PJ^ L> 10%FCS£^tf a -MEMX^M Lfc2xl<)5 jfflfla/mL 

<Dpif*??Yz/ y-^&fc&mmzmmmo ? l t > * ztj^^tMi . 24#l 

^^^-»100^L=Srj3nx.> 37 < C-e4 0#F^#Lfc o 20^LO^#_t?f 
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[0 0 3 8] 

MfiVil&tt (%) =(A-C)X100/(B-C) 
h~>^~ If) 

1£(RLU/secK C»4flH**#* TW«<D*TMI«3*L;fc £ J?T? * hV^—tfJg 
#.(RLU/sec)^^1- 0 
[0 0 3 9] 

gjfcffl 7 . YB2/0&&H HtagLH hHM1.24^^ADCC^gD?IIJfe 
YB2/0^3£3i$*£HM1.24#i/|fc (HM1.24£MMB) <&tfX£ffite£ISffi0ll(B)tf># 
i*tCTS05gL3tj|S*4ria2 -HI 3 ii^Lfco H 2 J: 3 v»1**LO|SiW 

ilffllfeJw^v^T^, HM1.24#l#-YB*4> DG44 (DHFR^JICHOM I Urlaub, G. et al 
. (1986) Effect of Gamma Rays at the Dihydrofolate Reductase Locus: Dele 
tions) and Inversions. Somatic Cell and Molecular Genetics, 12: 555, 198 
6) L fcHMl . 24#b# (HM1 . 24#L#-DG44) X «9 ft v\ADCCfS14 * 3* L «, 

[0 0 4 0] 

±^m«bn-fc 0 #^mi.24^^^|31W^^V^^ttHM26, HM31^rfflv^^ 
£\ HM1 . 24#l#-DG44T" ici&v\ADCCfi&tt LfrTF^tcfr-ofzCO KM L THM1 . 2 

4^-YB-C(iliv^ADCCfStt^m5iL^o t/c. HI 3 L/c J; ? K> 
^^•1-^>PBMC^<7)#J^-(E/TJt) >^25<«?>^& E/Tikm<DWs& &HM1. 24iTt 
#uYBi±HM1.24^L#-DG44J: «v\M)CCffite£^ tfc 0 
[0 0 4 1] 

i. 2-r^y ev^^i^iiM(PAWii)oiim 

^0JOYB2/OS^^ ^WBB^|.i:L-CCH0S^^#^s N-^'Jny^ 
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-if F(Roche)*ftUB$*, «MI*«fi*^e>jtt«$*fc(feitzhandler M. et a 
1., Journal of Pharmaceutical Sciences 83:12(1994), 1670-1675) o -b^n- 

^*-hUyy(TAKARA«)*ffiv»fcH*»BJ(Shimi«iY. et al., Carbohydrate 
Research 332 (2001) , 381-388) K X fl&t* L£&ftRttE| U 2-7^/^ V 

>K J:*:£3te«»£*Tofc(Kbndo A. et al., Agricultural and Biological Ch 
emistry 54:8(1990), 2169-2170) o %btitz?ki\Mm*, -fezm-**- f y y 

[0 0 4 2] 

2 . ffim^f&Mo j£ffiHPLC J: S 

0ft*OjJ^»cov»TPMMI«O||«*rtfofc||, 0DS#9A(TAKARAM Palpak T 
ype lO^iiaSffiHPLC^Srffv*, * n v h ^7 AfcJfcffcLfco CHOfi^fcvfcO 
M§IKJ«LT, YB2/Oft^#:oM0« > 20^*^35^* 73- 
X&e L *L4**(A-D) O e - ^ JtlD3W«B$ tLfe (I4) 0 

[0 0 4 3] 

*^to fcft, 0DS# 9 A i « jftfflHPLC^WXirr * > * 9 A (TAKARASSi Palpak 
Type N)KIJ:4JHffiHPLC^*f*j|l*^fe*fc, ~^ot^y kf V/^iL^ * 
T 3= 9 A J; ajIi^SHPLCT% ««!PA<bBf0[O^ >f > kf- ^ 

[0 0 4 4] 

PA^iii«MmB o n(TAKARAM> ^b^x*»;ia 

5 OK, 0, P«()t COHPLC \z £ ^ ^ ^ttSffig CO Jt^^: CFT0F-MS ^ J: ^ fl^SBl 
BfcTfrofco R^**tfc#|(Mfio*WJfc*llSl^tc^t (j, YJOVLWkm, 0 

om±&& u Resist > fgicMc* w^mm& & &ir zzttmrnz 

titz 
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[0 0 4 5] 
[^1] 



&1 



mm 








A 


-Fuc, -B i sect i ng 6 1 cNAc 


17. 7% 


33. 5% 


B 




9. 9% 




C 




3. 9% 




D 




1.9% 




E 


+Fuc, -Bisecting GlcNAc 


22. 9% 


55. 2% 


F 




21.4% 




G 




5. 5% 




H 




5. 4% 




1 


-Fuc. +Bi sect ing GlcNAc 


2.0% 


3. 3% 


J (K) 




1.3% 




M 


+Fuc,+Bisecting GfcNAc 


3. 7% 


8. 0% 


N (O) 




4. 2% 





[0 0 4 6] 

^ MM 9 , H l-GnTIII3S3I^ 9-<F>fcM 

t: bGnTIimfS^SS^JfiNCBI-r*-^-^-^ (ACCESSION D13789) ±*)X^L 
fco Sfi^JfiGENETYX-SV/RC-eM^f Wm^mW&^Z. t frb, PCRK J: &igi]Jl 

U PCRKX&^rjtMzxW&LfZo PCRK fiK0D*° V J 9 - -If (TOYOBOtt) ^rfflv^ 
, ^*##801^^870t-ecozi2|s:ift^#^j(7)i|M^ L, TteTjr*- 79 -f 

o H7H % GnTIII 7? >f "V-(Ol£g£^1-o 

[0 0 4 7] 
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ftK hGnTIimf^^WtTto 1211-11115^ ^MtibGnTIII £n-K-f 
&:&&§S?iJ (@B^iJ#^:28) (GnTIII ori.nuc) tWcMM^ hGnTIII £n-K1" 
^>mS@e^iJ (@B^JH-^:29) (GnTIII mut.nuc) £2tJfc£^1- 0 Elf, Mfi, 

H l> GnTIII W\ pcDNA3.1(Hygro-) (Invitrogentt) mhoI/HindlllgltfiLKilii 

[0 0 5 0] 

^mmiO. HMl. 24^-DG44^^.CH0IJH^.i?gOGnTIH(7)^, 
±ffi^&&#!!. 9"tr# h tt^lOyu gOGnTIII/pcDNA3. 1 (Hygro-) &HM1 . 24|ft#-DG44 
H5£CH0$cKi V nn^l/-y 3 >mx~l. 5kV, 25^ F<D^#T-#A L*r 0 
(i5% C02-T >^^^-^-^-C37t: X*ffotz 0 96* ^vyix- h (Falconet) 
10% FCS£^t>IMDMitilij (Gibcott) &JB^T, 10IHJ&/100 /zL/wellt?0|: 
i<3^ 2S^#Lfc 0 400^g/mL^^^nv^f~>>^^-tflO% FCS-IMDMif^ft 

, ^ISIJlXt, t Mb#Lt hHM1.24^tiL#:*^ 

20ELISA&&C <fc r> %mLJz 0 
[0 0 5 1] 

gflfeMlL GnTIII^ , Hfrffi*: hHM1.24^#m^.CH0fflB^,OADCCffi^^J:^ 

GnTIII £ «J Wztf -fbtnl t h HMl . 24fcvfcjt ( ^ n - >No. 1 
-31) ^fi^-f MWfit: hm.24^#^t>™.24^-DG44^^#^^tn;#:^4 
OOng/mHC^^ffiv^T^L, HifcM 6 IZtf Lfc#&£/Bv>TADCCiSt3:&»e 
UfclfcLfc (138) o 
ft^^tcADCCfStt t lihMt hHMl. 24*L#|&m*^ £ ^1111^1 IT 
^--V^^^fv^ *n->No.6 (57B2) &#fc 0 
[0 0 5 2] 
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GnTIII«:5l«IWH»a$*3ti: Mfclfifc hHia.24*tflc*^JfflJia»c h 
ft&fc bHM1.24^#^ADCCfStt*^»J(B)^^tCTPJ^L7t^^|lI9 fcjjj* 
Lt^o No. 6 (57B2) fcHll. 24feL#-DG44*Jfc^L/i^, ^irfi 

<7>?n->&HM1.24^#-DG44J: «9 fcffiWDCCi&te*^ L£ 0 
[0 0 5 3] 

SEQUENCE LISTING 
<110> Chugai Seiyaku Kabushiki Kaisha 
<120> Anti HM1.24 Antibody With Modified Sugar Chains 
<130> 1033985 
<160> 29 
<210> 1 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer Initial (BamHI) 
<400> 1 

tttctcgaga tgagacgcta caagctcttt ctcatgttc 39 
<210> 2 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 



ffifE# 2004-3094828 



#£I 2003-207165 



^-v: 19/ 



<223> Foward primer 1-97 
<400> 2 

atgagacgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 60 
ctgcacttct tcaagaccct gtcctatgtc accttcc 97 

<210> 3 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 78-177 
<400> 3 

cctgtcctat gtcaccttcc cacgagaact ggcctccctc agccctaacc tggtgtccag 60 
ctttttctgg aacaatgccc cggtcacgcc ccaggccagc 100 

<210> 4 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 158-259 
<400> 4 

cggtcacgcc ccaggccagc cctgagccag gaggccctga cctgctgcgt accccactct 60 
actcccactc gcccctgctg cagccgctgc cgcccagcaa gg 102 

<210> 5 

<211> 

<221> DNA 
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<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 239-331 
<400> 5 

agccgctgcc gcccagcaag gcggccgagg agctccaccg ggtggacttg gtgctgcccg 60 
aggacaccac cgagtatttc gtgcgcacca agg 93 

<210> 6 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 312-409 
<400> 6 

gtatttcgtg cgcaccaagg ctggaggcgt ctgcttcaaa cccggcacca agatgctgga 60 
gagaccgcct ccgggacgac cggaggagaa gcctgagg 98 

<210> 7 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 390-472 
<400> 7 

accggaggag aagcctgagg gggccaacgg atcctcggcc cggcgaccac cccggtacct 60 
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cctgagcgcc cgggagcgca egg 83 
<210> 8 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 453-556 
<400> 8 

gagcgcccgg gagegcaegg ggggecgagg tgcacgacgc aagtgggtgg agtgcgtgtg 60 
tctgcccgga tggcaeggae ccagctgcgg cgtgcccact gtgg 104 

<210> 9 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 535-618 
<400> 9 

agetgeggeg tgcccactgt ggtgcagtat tccaacctgc ctaccaagga gcggctggtg 60 
cccagggagg tgccgcgccg cgtc 84 

<210> 10 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 
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<222> 

<223> Foward primer 598-696 
<400> 10 

agggaggtgc cgcgccgcgt cattaatgct atcaacgtca accacgagtt cgacctgctg 60 
gacgtgcgct tccacgagct gggcgacgtg gtggacgcc 99 

<210> 11 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 677-777 
<400> 11 

tgggcgacgt ggtggacgcc tttgtggtgt gcgagtccaa cttcacggct tatggggagc 60 
cgcggccgct caagttccgg gagatgctga ccaatggcac c 101 

<210> 12 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 758-820 
<400> 12 

agatgctgac caatggcacc ttcgagtaca tccgccacaa ggtgctctat gtcttcctgg 60 
acc 63 

<210> 13 

<211> 
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<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 801-870 
<400> 13 

gctctatgtc ttcctggacc actttcctcc tggaggacga caagatggat ggatcgccga 60 
cgactacctg 70 

<210> 14 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer End(Hindlll) 
<400> 14 

tttaagctta ctagacttcc gcctcgtcca gttttcc 37 
<210> 15 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1596-1488 
<400> 15 

ctagacttcc gcctcgtcca gttttccccg agcaggcggt cttccttcag gacccctgtg 60 
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gcgccatcct cccgcagccg tgctcctggg ctcctggtag gggttgtcc 109 
<210> 16 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1508-1407 
<400> 16 

ggctcctggt aggggttgtc cagaaggtag tggaaccggt cgtagttctt cagcaggtac 60 
ttgggcgcat acatgtgctc gctggggtct gcaggcgggt ac 102 

<210> 17 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1427-1324 
<400> 17 

ctggggtctg caggcgggta ctcttgctgc gtgccgtcga accagccccc ggtgcggatc 60 
aggccgcgga tgtagttcag gtcccgcttg tcctcgtagt cacc 104 

<210> 18 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 
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<222> 

<223> Reverse primer 1344-1244 
<400> 18 

ccgcttgtcc tcgtagtcac cccagcgtgg gaagtcgcca ttctgggcgg acacgagctt 60 
gaagtagatg ccctcgggcg tgaagcacca ggagcagtgc c 101 

<210> 19 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1264-1162 
<400> 19 

tgaagcacca ggagcagtgc cagccggcga agtgaagggg gctgcccagc gaccactgca 60 
ccaggatgtg tccggtgcgg ttctcatact gtctgaagtt gg 102 

<210> 20 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1182-1084 
<400> 20 

ctcatactgt ctgaagttgg gcatggtgta gtattggcgg cggcgcaggc ggatgccgtc 60 
cagcccatac actgcctgca gcatgtccac cgtgcagcc 99 

<210> 21 

<211> 
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<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1103-1004 
<400> 21 

agcatgtcca ccgtgcagcc tgacaccacc tccagggtgc ccggttgctt ccaaaagaat 60 
ccgtagagcg acgtgcgcat gtggaaggcg aagggctcgg 100 

<210> 22 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1023-922 
<400> 22 

gtggaaggcg aagggctcgg tccagccatc gtagagcttg aggaacagga cgccgtcacg 60 
ggccgggatc tcgtccgcat cgtcaatgat gaagacgtcg tc 102 

<210> 23 

<211> 

<221> DNA 

< 213 > Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 941-851 
<400> 23 
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tcaatgatga agacgtcgtc gggccgcagg ttgcgcagcc gcgagacgcc gtcctgggtg 60 
aggaaggtgc gcaggtagtc gtcggcgatc c 91 

<210> 24 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 870-801 
<400> 24 

caggtagtcg tcggcgatcc atccatcttg tcgtcctcca ggaggaaagt ggtccaggaa 60 
gacatagagc 70 

<210> 25 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 380-300 
<400> 25 

ggcggtctct ccagcatctt ggtgccgggt ttgaagcaga cgcctccagc cttggtgcgc 60 
acgaaatact cggtggtgtc c 81 

<210> 26 

<211> 

<221> DNA 

<213> Artificial Sequence 
<220> 
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<221> 
<222> 

<223> Reverse primer 320-241 
<400> 26 

acgaaatact cggtggtgtc ctcgggcagc accaagtcca cccggtggag ctcctcggcc 60 
gccttgctgg gcggcagcgg 80 

<210> 27 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer Bam-359 
<400> 27 

tttggatccg ttggccccct caggcttctc ctccggtcgt cccggaggcg gtctctccag 60 
catcttgg 68 

<210> 28 

<211> 1596 

<221> DNA 

<213> Homo sapiens 

<220> 

<223> Nucleotide sequence encoding human GnTIII 
<400> 28 

atgagacgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 60 
ctgcacttct tcaagaccct gtcctatgtc accttccccc gagaactggc ctccctcagc 120 
cctaacctgg tgtccagctt tttctggaac aatgccccgg tcacgcccca ggccagcccc 180 
gagccaggag gccctgacct gctgcgtacc ccactctact cccactcgcc cctgctgcag 240 
ccgctgccgc ccagcaaggc ggccgaggag ctccaccggg tggacttggt gctgcccgag 300 



ffiiE# 2004-3094828 



#JH 2003-207165 



^-v: 29/ 



gacaccaccg agtatttcgt gcgcaccaag gccggcggcg tctgcttcaa acccggcacc 360 

aagatgctgg agaggccgcc cccgggacgg ccggaggaga agcctgaggg ggccaacggc 420 

tcctcggccc ggcggccacc ccggtacctc ctgagcgccc gggagcgcac ggggggccga 480 

ggcgcccggc gcaagtgggt ggagtgcgtg tgcctgcccg gctggcacgg acccagctgc 540 

ggcgtgccca ctgtggtgca gtactccaac ctgcccacca aggagcggct ggtgcccagg 600 

gaggtgccgc gccgcgtcat caacgccatc aacgtcaacc acgagttcga cctgctggac 660 

gtgcgcttcc acgagctggg cgacgtggtg gacgcctttg tggtgtgcga gtccaacttc 720 

acggcttatg gggagccgcg gccgctcaag ttccgggaga tgctgaccaa tggcaccttc 780 

gagtacatcc gccacaaggt gctctatgtc ttcctggacc acttcccgcc cggcggccgg 840 

caggacggct ggatcgccga cgactacctg cgcaccttcc tcacccagga cggcgtctcg 900 

cggctgcgca acctgcggcc cgacgacgtc ttcatcattg acgatgcgga cgagatcccg 960 

gcccgtgacg gcgtcctttt cctcaagctc tacgatggct ggaccgagcc cttcgccttc 1020 

cacatgcgca cgtcgctcta cggcttcttc tggaagcagc cgggcaccct ggaggtggtg 1080 

tcaggctgca cggtggacat gctgcaggca gtgtatgggc tggacggcat ccgcctgcgc 1140 

cgccgccagt actacaccat gcccaacttc agacagtatg agaaccgcac cggccacatc 1200 

ctggtgcagt ggtcgctggg cagccccctg cacttcgccg gctggcactg ctcctggtgc 1260 

ttcacgcccg agggcatcta cttcaagctc gtgtccgccc agaatggcga cttcccacgc 1320 

tggggtgact acgaggacaa gcgggacctg aactacatcc gcggcctgat ccgcaccggg 1380 

ggctggttcg acggcacgca gcaggagtac ccgcctgcag accccagcga gcacatgtat 1440 

gcgcccaagt acctgctgaa gaactacgac cggttccact acctgctgga caacccctac 1500 

caggagccca ggagcacggc ggcgggcggg tggcgccaca ggggtcccga gggaaggccg 1560 

cccgcccggg gcaaactgga cgaggcggaa gtctag 1596 

<210> 29 

<211> 1596 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 
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<223> Artificial nucleotide sequence encoding human GnTIII 
<400> 29 

atgagacgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 60 

ctgcacttct tcaagaccct gtcctatgtc accttcccac gagaactggc ctccctcagc 120 

cctaacctgg tgtccagctt tttctggaac aatgccccgg tcacgcccca ggccagccct 180 

gagccaggag gccctgacct gctgcgtacc ccactctact cccactcgcc cctgctgcag 240 

ccgctgccgc ccagcaaggc ggccgaggag ctccaccggg tggacttggt gctgcccgag 300 

gacaccaccg agtatttcgt gcgcaccaag gctggaggcg tctgcttcaa acccggcacc 360 

aagatgctgg agagaccgcc tccgggacga ccggaggaga agcctgaggg ggccaacgga 420 

tcctcggccc ggcgaccacc ccggtacctc ctgagcgccc gggagcgcac ggggggccga 480 

ggtgcacgac gcaagtgggt ggagtgcgtg tgtctgcccg gatggcacgg acccagctgc 540 

ggcgtgccca ctgtggtgca gtattccaac ctgcctacca aggagcggct ggtgcccagg 600 

gaggtgccgc gccgcgtcat taatgctatc aacgtcaacc acgagttcga cctgctggac 660 

gtgcgcttcc acgagctggg cgacgtggtg gacgcctttg tggtgtgcga gtccaacttc 720 

acggcttatg gggagccgcg gccgctcaag ttccgggaga tgctgaccaa tggcaccttc 780 

gagtacatcc gccacaaggt gctctatgtc ttcctggacc actttcctcc tggaggacga 840 

caagatggat ggatcgccga cgactacctg cgcaccttcc tcacccagga cggcgtctcg 900 

cggctgcgca acctgcggcc cgacgacgtc ttcatcattg acgatgcgga cgagatcccg 960 

gcccgtgacg gcgtcctgtt cctcaagctc tacgatggct ggaccgagcc cttcgccttc 1020 

cacatgcgca cgtcgctcta cggattcttt tggaagcaac cgggcaccct ggaggtggtg 1080 

tcaggctgca cggtggacat gctgcaggca gtgtatgggc tggacggcat ccgcctgcgc 1140 

cgccgccaat actacaccat gcccaacttc agacagtatg agaaccgcac cggacacatc 1200 

ctggtgcagt ggtcgctggg cagccccctt cacttcgccg gctggcactg ctcctggtgc 1260 

ttcacgcccg agggcatcta cttcaagctc gtgtccgccc agaatggcga cttcccacgc 1320 

tggggtgact acgaggacaa gcgggacctg aactacatcc gcggcctgat ccgcaccggg 1380 

ggctggttcg acggcacgca gcaagagtac ccgcctgcag accccagcga gcacatgtat 1440 

gcgcccaagt acctgctgaa gaactacgac cggttccact accttctgga caacccctac 1500 

caggagccca ggagcacggc tgcgggagga tggcgccaca ggggtcctga aggaagaccg 1560 

cctgctcggg gaaaactgga cgaggcggaa gtctag 1596 
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[IS 5] 



1 5 GlcNAcpi - 2Mana1 g 

A Manpi -4GlcNAcpi-4GlcNAc-PA 

GlcNAcpi ^Manal/ 3 



Gafpl - 4GlcNAcp1 - 2Mana1 v ^ 6 
B Manpi -4GlcNAcpi-4GlcNAc-PA 

GlcNAcpi -aManal^ 3 



GlcNAcpi - 2Mana1 N ^ g 
C ManP1-4GlcNAcpi-4GlcNAc-PA 
Galpi - 4GlcNAcpi - 2Mano1 // 3 

Galpi -4GlcNAcpi -2Mana1 N ^ g 
D Manp1-4GlcNAcpi-4GlcNAc-PA 
Galpi -4GlcNAcpi -2Mana1^ 3 



GlcNAcpi - 2Mana1 v Fucal \ 

\6 6 

Manpl -4GlcNAcp1 -4GlcNAc-PA 

GlcNAcpi - 2Manal/ 3 



Galpi - 4GlcNAcpi - 2Mana1 Fucal ^ 

\6 6 

Manpi -4GlcNAcpi -4GlcNAc-PA 

GlcNAcpi -2Mana1 x 



GlcNAcpi - 2Mana1s^ 6 Fuca1 \ Q 

Manpi -4GlcNAcpi -4GlcNAc-PA 

Galpi - 4GlcNAcp1 - 2Mana1-" /3 



Galpi -4QlcNAcpi - 2Manct1 ^ Fuca1 \ 

\S 6 
H Manpi -4GlcNAcp1 -4GlcNAc-PA 

Galpi - 4G!cNAcpi - 2Mana1^ 3 
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GlcNAcpi -2Mana1. 

\ 6 

GlcNAcpi -4 Manpi -4GlcNAcpi-4GlcNAc-PA 
GlcNAcpi -2Manal/ 3 



Galpi - 4GlcNAcpi - 2Mana1 N ^ g 

GlcNAcpi - 4 Manp1-4GlcNAcpi-4GlcNAc-PA 
GlcNAcpi -2Mana1 / ' 3 



GlcNAcpi ^Marial^g 
K GlcNAcpi - 4 Manpi -4GlcNAcp1 -4GlcNAc-PA 

Galpi - 4GlcNAcp1 - 2Mana1 // 3 



Galpi -4GlcNAcp1 -2Mana1 v ^ 6 

GlcNAcpi -4 Manpi-4GlcNAcp1-4QlcNAc-PA 
Galpi - 4GlcNAcpi - 2Mana1 / ' 3 



GlcNAcpi - 2Mana1 Fucolv^ 
\6 6 
M GlcNAcpi - 4 Manpi -4GlcNAcpi -4GlcNAc-PA 

GlcNAcpi ^Manal/ 3 



Galpi - 4GlcNAcp1 - 2Mana1 FuCa1 \. 

\6 6 
N GlcNAcpi - 4 Manpi ~4GlcNAcp1^GlcNAc-PA 

GlcNAcpi -2Manar 



GlcNAcpi - 2Mana1^ 6 Fucal^ 
O GlcNAcpi - 4 Manpi -4GlcNAcpi -4GlcNAc-PA 

Galpi - 4GlcNAcpi - 2Manal/ 3 



Galpi - 4G!cNAcp1 - 2Mana1 Fucal^ 

\6 6 
p GlcNAcpi - 4 Manpi -4GlcNAcpi -4GlcNAc-PA 

Galpi - 4GlcNAcpi - 2Mana1' /3 
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